
i\ Attorney Docket No. 04853.0071 

» I 7 ffll J Customer Number 22,852 

^ J/ 

^^oi*!£^ E UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of: 



Saburo SONE et al. 



Group Art Unit: 1645 



Serial No.: 09/864,364 



Examiner: Not Yet Assigned 



Filed: May 25, 2001 

For: NON-HUMAN ANIMAL 

EXHIBITING BONE METASTASIS 
OF TUMOR CELLS 



Assistant Commissioner for Patents 
Washington, DC 20231 



Under the provisions of 35 U.S.C. § 1 19, Applicants hereby claim the benefit of 
the filing date of Japanese Patent Application No. 2001-140538, filed May 10, 2001, for 
the above-identified U.S. patent application. 

In support of this claim for priority, enclosed is one certified copy of the priority 
application. 



CLAIM FOR PRIORITY 



Respectfully submitted, 




FINNEGAN, HENDERSON, FARABOW, 
GARREJT-&JDUNNER, L.L.P. 



Dated: August 17, 2001 



Reg. No. 25,961 



Finnecan, Henderson, 

Farabow, Garrett, 
" 8 dunner, l.l.p. 



EFC/FPD/sci 
Enclosures 



I300 X STREET, N. W. 
WASHINGTON, DC 20005 
202-406-4000 



186052 1 




ox ei & m ft /¥ 

JAPAN PATENT OFFICE 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office 

m m m b 

Date of Application: 2 0 0 1^ 5^100 

tib SI # 

Application Number: #JM 2001-140538 

Applicants): A 



* it ff g * t¥| .XlL 

Commissioner, ^^^L. V 1 T^^rt^ 

Japan Patent Office f ~ I 




tfJIES-S- 2001-3064146 



(< 



#2001-140538 

[iat#] P01-0360 
[HffiH] ¥^13¥ 5^10B 

[mmmmftM) coin 33/574 
m#&<Dm 12 

mmxitmmi mmmmmwm^ 7-9-5 

[^mxii^m] #;ifm^am^Bi3 ts 3 1 ^>km^5 0 3 

[»B!J#-£] 000003311 
[|»S!I##3 100091096 
[3B#Lfcft3IA] 

100096183 

[^Ift^iSS^] 015244 

21.000R 

[4&fM&] mmm 1 



ffilE# 2001-3064146 



#2001—140538 

[46#£] M 1 

3M&» l 

9807786 



2 ffilE# 2001-3064146 



#2001-140538 



'J-->»T'feot, fi(TOII(i)~ (iii) : 

(iii) #^ © WM& li, 

[»#£4] ±tBM*m^, MBf/jNiiiJia* (sclc) ft*©aiiiaTf»s 

[»#£8] PTHrP7>#:l-* K fitPTHrP^, ^PT 

ST'feot, J6*T©IgU);&tf (ii) : 
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-?Z>tz.tb<Djjmv&^T. &,T<DJim (i) &t>* (i i) : 
( i ) m&m. 1 SB«©** U -->^*^^{Ci: y®^©#^$:M&t>VXli 
Z> f=. #> tf>#J« £ Rjg -r S It, 

(i i) (i) ^<fcy^3n*^«&i3S!F±a ! iF*ati-6fifri:ffi#'r*xs, 

[»#«12] ±SB#JC#, tSPTHrP^XttJSPTHrPtfil^T^-n^Tf&S 

[o o o l ] 

[0 0 0 2] 

.e>, Int. J. Cancer 67:211-217, 1996)„ ftfrfttt, JlfllW^WtC, B&j£ftj#ifr(Z> 

JBSffi) KX^T, /Mnj&ft (SCLC) (NSCLC) £<D2^><DmiZ 

ftMZnZo LfrLfc#&, iffef>©*>f :/T*%k a»©l»»'s©f5#^Wf«r 
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#<f*£#ji&*l£l»»T?<l&S. -frigate, «a9#«f, AtfiS* 
<Dft£{£T2l2:'S(Iguchi, H.S>, Cancer Res. 56:4040-4043, 1996) „ & 

m# tc & -r 5 d ^ # -e ^ & mm^mm &&m ttsnx^z, 

[0 0 0 3] 

ftm®*M.VT1&mM*:&ttLfc£.Z. 5, ^ 9 ^ - V (Arguel lo, F. , Cancer 
Res. 48:6876-6881, 1988; Nakai, M. £ , Cancer Res. 52:5395-5399, 1988), 
?L$B(Hall, D. G. & t>*Stocia, G., J. Bone Miner. Res. 9:221-230, 1994; Sas 
aki, A.e>, Cancer Res. 55:3551-3557, 1995), ifn£Jii^(Shevrin, D. H. h , P 
restate 19:149-154, 1991), JktfBti1& (Iguchi , H.£>, Cancer- Res. 56:4040-40 
43, 19S6)lZ^^T&m&&$\g&Z.LfcZ.k.ifin&ZtlT^&. 
[0 0 0 4] 

•f, ^SSSli^JEiiMjS-rs. enable, M*fflJ&&'&«»ci£S#"r* r £ 

* § & roe t^ot^s #w&<z>nm&.xs/ $. t=. \±=* me> fc#><DmmmM<D 

[0 0 0 5] 
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[0 0 0 6] 

##§f£#^&, 3.^11*^- (NK) mmWMSCID (ISS^^g^^) V 

zmw&ffimf&mzm^ it^twi^wmfrji^ymmzy^tM (PTHrp) 

£<Dffim$:M^tci a (SBC-5, SBC-3, SBC-3/ADM, H69, H69/VP 

) iz±T. mmvmm mm. mm. Rvvy/m) \z^xmmmm^^ 

tci)\ SBC-5M]&fdtflZmMWfc'Wm®ZB&Lt=. a (RERF-LC-A 

i) MMteinzMmjkuwmizm&L. &m (pci4, A549) i±iicittcn 
u--*m)&Lti 0 xm^nmz&zfemx*. szc-5mmz&^xmf&zti2>'& 

Lfco 8a©$B^(C^WSPTHrP©|gJEtt#^©^i:li:S^J{C 
*BHBl>TV^ 0 f«^fiDMilfil©Siilt>f hiJ^> (IL-1, IL-6, IL-8, 
IL-10, IL-11, TNF-a, VEGF, M-CSF) (D^m t ©WlCtefflWtfJi & tl&fro fz. 
. SBC-5«Hi!StCJ:-6#«K^©^i:— SfT-S J:^tC, ^^M^cAPTHrP&tf;*? 

$:^tbTV^ 0 me>©^tt, SBC-5jRllljSa>#|g^ ; E7 s ;i/*«, *H*&Sil 
[0 0 0 7] 

ffiot, *»WttJKT© (1) - (10) S:J|«'r* : 

(i) s*©#«^&«i^&tjf/*fe«^i»t-sfe«>©®sc©^^ v 
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(iii)#«^©aiflaatF/*fet± ; Pi»»*S:i!»S'rsXS, 
[0 0 0 8] 

^Atsrttaotws, ±ta (i) iztmomm* 

(3) _hfBffi*m*\ PTHrP&flfStC^LTV^St Nflfr** fcteSUffiEtJ* 
MB&V&Z, ±13 (2) lCgB«©^jS. 

[0 0 0 9] 

(4) ±tm^mmf)\ Khm^mmm (sclo ^fflMt^s, ±ta (2 

(5) JifaSM&tftfoflHB-e&S, ±SB (l) (cfH«©^^ 0 

(6) JifBMj^v? ±12 (5) lcfB«S©#?£ 0 

(7) ±fBifr%#&^£vtf*-e&£, ±fB (6) JCIB*©^. 

(8) PTHrP7>#=f-X K ^PTHrPm^, ffiPTHrP#t#7:*-n 
<£#^t1^JT*&3, ±13 (1) tCfB«©^^o 

[0 0 10] 
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ii) : 
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-raffias:, Mmmmtttm-tzjim. 

[0 0 12] 

(11) ffi*©#«^*^M&tr/Xtt^B&t-*feft©ilMS:»^SfcA© 

^T'^ot, JWT^X^ (i) Rtf (i i) : 

( i ) If #m l fSIStf)* * U - - > <fc »j H*©#«# /X « 

^ && -r s £ * <z>^fr & ra £ t- s ii, 

(i D (i) tc^yra^sns^ssrjs^^stissifr^jB^-rsxs, 

(1 2) _hga4&5t#, mPTHrP^XttmPTHrP^T^-n^T^SJiSB (1 1 

) mmnxfe. 

[0 0 13] 

^JK^l/^WSt^^jSt (PTHrP) ^#W#-r5ifc#$g£3*VTVxS. P 
THrPli^, Stt©#»ttiG^;W>?2*JfinE (HHM) ? ffiJgfC E&5fc-T * 17 kD 
atDPTHftrf 5 — ;i/&^*9-1?Jfcfitt* >r??fC£l LTEI£;!S*lfc%)<Z>T&<5 (Suv 
a, L. J.fb, Science 237:893-896, 1987; Broadus, A. E.?>, N. Engl. J. Med 
. 319:556-63, 1988) 0 JSlfcaSV^fclC, t&:£JS*, &.&ffi1&$:'gttm* 

^MillS^, PTHrP &ifiS!l»3K0TV^S (Burt is, W. J.b, N. Engl. J. Med. 
322:1106-12, 1990) o ftmmfcftm&Z&ZTffimm&fttfirilLrPtri&M 

is^-rs stPTHrp^flcic iot?- K^^^^ra-r-s^iifc J: 

U#^^tf)7^#^ffJ£;ftfc(Iguchi, H.e>, Cancer Res. 56:4040-4043, 1996) 
. Z(DZiH$. PTHrP^H h^JCft^f S#^^^(CfiM^^fffS:*fe-r 

[0014] 

SiIL-2ggE#jBia#i# (TMjSl) £M V^SCIDV? * {C 
3 ft (0. Jffl», WW, &tfU C^4CSIfcS:wL 
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(Yano S., 2 3 ) , Jfoai^©*#*© H^T'te, jgfcMSf*! 

Jfrfclc 3 PTHrp^o*if>f h ij 4 y (Dftm £ Urti&tofe&t. £ <M®M £ ^WM b 
[0 0 15] 

#*8 Mswati, mmmm<Ditm&*:vk+&K.bmmz^5. # 

a « # ps $ *i & % © fjt ^ „ 

[0 0 16] 

mm. ±ms&m. mm^±&m. j >r K*e©jw«, stm (it 

<ttPTHrP &i« i KK»J&LTV**mJte##tf&4T < S. rjfif£{c$B3§i It Vn£ j £ It 

0>Mj» &^tt U 3? - K Vi7 * h mmcDik'P tCPTHrPtf* & »ftj£*-fc 

M$nsrt$:^9„ MiLtf-jKWJCttPTHrP-NjB©^ (M;UiH^fb^fcf 
-S/-x;i/) ICJSl^Tlil.lpmol/LJglLt, PTHrP-C3$tf)$|>t (80 X* 
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Lfcm-SlZ, 55.3pmol/La±. L < &100pmol/LJ^_t, i: y £ L < &300pm 

oi/ljw±, 3^#a^<tt499pBoi/LJK±&ffl34i&;ii:&v^. *»reicfevx 

T#lc£Fjg(Cti fc: h SCLCiffl jfi«c # fiftg T*t5. #$i fc tf V * ti -5 1: h SCLCM$c 
SBC-3&tfSBC-5Mte, ¥*f#± (WOj*^) fr^M&SWfe^ -mwizte 

SBC-3/ ADM JC o t > T & JKfff « £ S ft £ 3 IC b T flt & O (Nakamur a , K . P> , Ca 
ncer Res. 59:5323-5330, 1999) „ t hfliffJS^±^^RERF-LC-AI$|g^li, ^Oilf 

^h#h69/vp&, ®«ti± m&ifyty*-) ^e>^&s»fe^ t« 

«PC-14Mliat±a«F-fe^/^>^^e)j»ABrffi-e& k hSCLCijMH69kUTCC(Ame 
rican Type Culture Col lection) fb^AnTfg"?? 
[0 0 17] 

T=fo^<, 4#JC|K£LfcV^ SBC-3, SBC-3/ ADM&tf SBC-5fflflBtt, 

*gttftbfclO%tfS/J&fiFlfa«f (GIBC0, Grand Island, NY), 4* y $ V-f 5/ >(Sch 
ering-Plough, Osaka, Japan) 2fctf 4 mM HEPES&»#DLfe>f - ^Ol/MEMrfJjCT, It 
jltSrt^t^So RERF-LC-AI, PC-14, H69^t>*H69/VPffl^li, I^Sttft L 
felO%'5'S/ll&^lfilSfXtf^>* V-f *sy*mtiULfcRPM 1640igi&(CRPMI 1640) 
tpK.Tm&'t&Z.£.ifi'V&&. i»{i^T. #*L<te££Ctf»tC5% C0 2 £-^ 
tfffl«#ffl^C^, 37iClCT>r h^T?., 
[0 0 18] 

Ca 2+ &tfMg 2+ £-g-i:&VNy y&mmit£.m&i&yk (CMF-PBS) tCfc ygfcirtS. 

<t±, 90%S:±ias^#*S:^'r#-«IliaJHI»lfteWS:«M>S. 
[0 0 19] 



2001-3064146 



#2001—140538 



fetl^V^tl^^artCftMi-Sr il««T?^So #I;U£> :frXCDC.B-17/IcrCrj-sc 
[0 0 2 0] 

[0 0 2 1] 

o 

[0 0 2 2] 

(MUKmT'iMMmmtfKm l t=. ^scidv ? * (TM5atc*iJx.Ba 
-rs&gtf&s. uTrs/rnGMijriflcsfettiiTffifflLTv^sTM 



9 
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[0 0 2 3] 

& f£ m -T Z> 3 £ fft> to X v a & o 

IC XIKJIgM V ? ;* £ 6 ft * . 

[0 0 2 4] 

«fc v5\gMz.-tz£-tfT*%2> a mmtt b z^ts^-ftuDmysmMo&w 

y ^D-^-;i/m^T'$>^TM-i8 1 (IgG2b) ^1§±&tf H*1#±(;«*^) 
*»e>«^«:gWfe*«, #^3040451#JC|3*©^r«SJCj: »; f^SS^S Z. £ 
*(14). mm&$t<D2 BfytC, SCID^«?*{CTM-/S 1 Ab (lmg/lml PBS/ 

ES) £JK^I*I&fiJ-f fttf<fc VN(Yano, S. £ , Int. J. Cancer 67:211-217, 1996)„ 
[0 0 2 5] 

0.3 ml©HMlfl§ (fcJ:^-l~5X10 6 M) TM-/3 1 AbTBtr^ 

sbfe#^^^c7)sciDv^^(Z)M^ji#Mic^-rft^<fcvN 0 m^co^raaifi 

& X»^JCi& (Fuji Film, Tokyo, Japan) IC J: »J |f|t5 3 t. £ 

Sfg&ffttf&v^ 

[0 0 2 6] 
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£fcjW»SS3*lT^5 M*&PTHrP7>#:f-X K mPTHrPfctfls, U 

PTHrPggSftjftfl;, mPTHrPm^T^a^, ffi^ft^Wtfif* LV^©fc bt 
W^tl*. PTHrPTV^rf-^ h i: tt, JBMSSIC J: o Ti&S(13!JI£ 4x£PTHrP 
& § V * tePTHrP^fls £ L T PTHrP©#M G&» L U , 5: {lit Ife'Jt 

[0 0 2 7] 

WMte. ■ m%.\*#m&<D*% L<l*&m* Jktf/*tc\Z 

ttm m t* £ r * ^ & , M^ifr^ £ jfeKr -5 ^ ^ tc £ o t f? e> r t # x% 

S ^ ftf © & m & T? & o T =b & V n 0 

[0 0 2 8] 

5 Xg. 
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[0 0 2 9] 
[0 0 3 0] 

Kftft^i, mB%.m<®}, mmmmm. mmftam* 

[0 0 3 1 ] 

^•TSllSftt, SffitCOfe^oTK^-fb-rSiil^TfS (Remington' s Pharm 
aceutical Science, latest edition, Mark Publishing Company, Easton, 

[0 0 3 2] 



1 2 
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, 79 1^7 =f A, #1?>f>, sK'JxfUVinjn-^, S?yyt'J>, ^ 

[0 0 3 3] 

m^±M. MAlfTween80, Tween20, -fef9^>, h jfinf 7 ;i/ ^ > ^ £ £ 
[0 0 3 4] 

[0 0 3 5] 



1 3 
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[0 0 3 6] 

(arrest) , «*5Bffl, #S©4XfC J: SliMA. X.TfmUMn%iZtio b 
iiL#£ = ffrlfeffiffi-fr-f h#>f XIL-1, IL-6, TNF- a ) li, ##®lR^t>^$HJfil 
*>f >(VEGFJttJPlL-8)ttJfil^«f^&SI^L»S 0 S £>tC v M-CSF&tML-lOtt, 

n v * n 7 r - t>* u y & fstt-f b'b , mm^m & mm -t & z. t w r* $ 

<5(Yano, S. , Cancer Res. 57:784-790, 1997; Giovarelli, M. , J. Immuno 
logy 155:3112-3123, 1995) 0 J £tltZ%frfrt>b'?^ mm L h: h flfrMB iC £ 

[0 0 3 7] 

l/TV^Zl£^3i££*l£: (Powell, G. J. £ , Cancer Res. 51:3059-3061, 1991 
). 3e>JC, M££fcm£JM©B#T% #ifE^lcm>TPTHrP©f§^7Wl^ 
;WC^tfJ£;fl£: (Bundred, N. J. , Eur. J. Cancer 28:690-692, 1992; Bouiza 
r, Z.h, Cancer Res. 53:5076-5078, 1993) 0 Ztl ^>0#^ £ —^"T § J: O &C, 
^U^;WCPTHrP£^LTV^ijMte, NKiiM^SCIDV ? * JC 33 V»T#^ 
&5l£jg£^tBf£*<#fl&JCifif^. LB'ot, ##"RiR&*ff»"t*PTHrPfc|:, 
B£ T* ffi V \S ^ ;WC £ W £ # f C £ ^ T % M H & «! ST £ * b T V ^ § 

[0 0 3 8] 

AlfilSE) -efe-S (Burtis, W. J. , N. Engl. J. Med. 322:1106-12, 1990 
). HMte, JBSMHliatCioTjg^SnSPTHrPtc «fc yjSE^StlS. PTHrPli, |g|£ 
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ffimzmZiZtlZ-y-J XIL-L IL-6. TNF- a )#^#iM^J (linage);^ 

5l#®ZLf (Mundy, G. R. , Bone, 12(supple) S1-S6, 1991; Yoneda, T. , M. No 
da(j$jf), Cellular and molecular biology of bone, 375-412, New York, Acade 
mic Press, 1993; Jilka, R. L. «b , Science 257:88-91, 1992; Roodman, G. D. 
, Calcif. Tissue Int. 53, S94-S98, 1993; Tamura, T. , Proc. Natl. Acad. 

Sci. USA 90:11924-11928, 1993; Kurihara, N. , J. Immunology 144:4226-4 
230, 1990; Tashjian, Jr A. H. fb , Proc. Natl. Acad. Sci USA 82:4535-4538, 

1985; Oreffo, R. 0. , Biochem. Biophys. Res. Commun. 158:817-823, 1989 

mfc&mzm&zftfr. m^mmt. $ y aviucd bK^^femRNA© i/^jw^ 

, ^gfCPTHrP£3§JgL£*\ — #IL-1, IL-6£ tz. &TNF- a teMm<Digm±m* 
^tlSffi^I/S/^Aifil^tf, Z.ftib>(DMffilZ J: »J tlSPTHrPlc * £ t)©T' 

[0 0 3 9] 

#**£tcfcoT§[£jg;r S4xsa«i: lt®ijf^, SBC-5;iM£&f* Lfc-v' 

fr*)^, SBC-3, SBC-3/ADM, H69, S ttH69/VP$: -5 V? * T* 

^&&m (io~6o%) -eassfts^ awiMtjaififfi^ag 

[0 0 4 0] 

#l»«^KS^©^^iJW*s#©«a^cfcv^■cfi^:Ja;laIja•efe*. ^®ws^tc^ 

V*T, hflif?^ia^8^^J±T«m«MSCID-7^X{C^V>T#li 

-jj'bMffimM&m5&mt3c.izRfm. wm. Rostov ysw-e 
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h7^7i^ */ a >"*-<5 h, T# h - S/^JfflaRK&St U in vivot?© 
ffi5»*f?iI£{l£iiL£: (Dougherty, M. K. «b , Cancer Res. 59:6015-6022, 1999) 0 
bfe^ot, PTHrP T* & < ftlWg' fC*f t T % SBC-5ifflJ|&<Z>«#JgjES; & {E 

[0 0 4 1 ] 

l±, U A^/^ • T^JK-9">f h (li«ulus aBebocyte)Tyfe^f (^-fb^XlSI: 
ttffiU^ 0.1 ng/ml){c £%mmT*te, 
[0 0 4 2] 

m^^Omt-yZM^fc. NKMte^SCIDV^XJCl-5 x 10 6 ^<Z)®MO& 

0. jffK, wm, &tfv ysm*<D&®nu--mittfmLfco ^m-w^it^ 
xmmmmit&v. ^yx<D*mftizm&ft£xizmmw:Miite^x^f=. 0 

[0 0 4 3] 
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[0 0 4 4] 

a¥±^^(RERF-LC-Ai)«ii, £tcjffl»&tf»|«ic«£:3n- 

^PC-14^t>*A549^|g«, itCJWlC^ 5:^33 b to /J^IS 
5*>4^#I (SBC-3, SBC-3/ADM, H69&£>*H69/VP) ±{Cj|f 
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sbc-5) m<Dm%£ (Mnim* stm* vm, &&±#<Dvyjw 

[0 0 4 5] 

»&iStt«g£fcLTtetfJ3ftfc (HiA) o ititt, £fc#*£ (01B) &tfizgj&<z> 
# (H1C) ««S^^«ftt, ^tie>©^^#^« 

i fe'PP 1 5Jffi3(fJlWlia^e>*Sri:S:^LTV\S (02A^t>*2B) „ Ztlb&m^Z^-t 

[0 0 4 6] 

© fc & © mmmMk^ki* z ^ s tc «> tc . nk^h narasssc i d v * * tc « * 

[0 0 4 7] 
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[0 0 4 8 ] 

SBC-5jjMfC £ £ #ls&Jg&<Z)fl&JB & RKfc. 25E<7>NMM^SCIDV ? X JC 1 
x 10 6 M©SBC-5^Sg5:^iilRp^?£^L, ftm&G>1&l&&10. 14. 21, 28&tf35B 

(*3) . *«^^ii-St , rs«k^K:, #M©*S^^<T28BB 
tcig^Stx^ 0314) Q |$^OTIi^(Z)^tt2lHg*T^c^D, mj& 

Bill Iffi, JIFBi. WSi, &tfU>AgiS) fc«#*S3£££&fc. ft. Ttf 

[0 0 4 9] 

[313] 



ffifIE# 2001-3064146 



#2001—140538 



A 



T3 



T3 



s 
e 



♦J 



I 



T5 



i 



u 



o o o 

3 3 3 2^ 

< < <C o 



O O O «— 1 ro 

^ 5- ^ jo CO 

o o o o* oo 



o o o ^ o 
5 ^ ^ en ro 



O O O m SO 



$ 5 $ 

0 0 0*000 



o o Ss 5 

< <C wo co co 



O o *c vo uo 



O O UO OO 



O O ^ ^ oo 

*g pa <S co co 
< < A ot ^ 



63 



oo 



co 



5 5 
o o 



go 
*o oo 



o o o 

3 3 3 3 



4 



0 O O CN VO 

1 § § S § 



O tj- *-h oo in 

t-H CS CS CO 



.■a- 



2 1 



ffiSE# 2001-3064146 



#2001-140538 



[0 0 5 0] 

[*4] 



QDay of Sacrifice) 




#s (g) 


Ca (mg/dl) 


PTHrP (pmol/1) 


Med. 


f5E8 


Med. 


mm 


Med. 


$aa . 


10 


21.57 


20.1-23.8 


8.0 


8.0-8.2 


24.1 


<10.0-63.2 


14 


22.50 


21.2-23.8 


9.2 


9.0-10.4 


88.2 


26.3-143 


21 


21.92 


21.7-26.0 


9.6 


9.2-10.5 


95.3 


<10.0-115 


28 


18.64 


16.6-21.3 


9.9 


9.0-10.2 


299.0 


146-527 


35 


16.00 


13.3-18.4 


12.0 


9.5-15.0 


544.3 


317-1020 



[0 0 5 1] 

nasflf 5 

PTH^p^^JPIL-ll^i#^^lRJR&tf#|gs^^cfev^TMS'as^S!S!IS:^feLTv^siil 

jy*^SnTV%S (20-27) . ##§0J3#^tefc hJWfa«IJ!S«JC«W«PTHrP25LtfIL-l 
1 ©383i £ & £ -T S pTIBtt i: W L T S & *0J£ L . ( 

5Xl0 5 f@)jjM£CRPMI 1640cfJT*24^K-f >^ra^- h U _h?t & @JR L fe . «F 
#_t^t>*V^^M^ ©PTHrP© l^;Wi, 5^^>fA;7'yt>f5:MVNTil 
(*«Sgag) o mm±m rp<DV4 h#-f > (VEGF, IL-6, IL-8, IL-10 
, M-CSF) ©l/^ttELISAJCjiyaffiiOfc (*«SBII) . 
[0 0 5 2] 

U (PCR) j»«f«:«T©<ke»JCf?ofc. K5ilSI#©SiW» 

iC^oTRNA LA PCR Kit (Si@3S) fcffl^T, 'jRjfcffi-^StfO^ lcp, l*£g©£RNA 
^e>H— IRcDNASr-^^Lfe. ^bfeU— g|cDNA (20 #1) te, 1 x LA PCR Buff 
er II, 2.5 mM MgClg, >f V — 20 pmol, ^tFTaKaRa LA Taq polymerase R 

NA LA PCR Kit (SMit) 2.5 USr^tHftiHSF^ilOO filtpX% Jtf U * 9 - -tfaSUB 
M/S(PCR)JCJ:y*tffiUfe. teMLfePTHrP^^-aBBfllte, -fer>*iUg#5' 
-ATG CAG CGG AGA GAC TGG TTC AG-3' (BB#J#-£ 1 >^"fe >*fcffl#5* - 

TCA ATG CCT CCG TGA ATC GAG CTC CAG AGC CGT-3' (IB?!J## 2 ) T*& o (15) 
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„ PTHrP cDNAOPCRifipgli, J^T^^ffTT^fo : 94°CT*30#, 58°CT*30#, 7 
2TCT-30#, £30-tT-f*;W » 1 -9->T *;i/0>talC, 94^ T^CD^'K;*^ y 
tf), £ £30i*->f *;b<D|£tC#*&72T: , T?7#3£«Lfc(15). MV^IL-11 >^-f V 
-®BB#U±, -fe>^^M#5'-ACT GCT GCT GCT GAA GAC TCG GCT GTG A-3' (IB 

3),&tf7 >^-fe>*^M#5'-ATG GGG AAG AGC CAG GGC AGA AGT CTG T- 
3* (SH^JS#4)T'fe^(16) 0 IL-'ll cDNAOPCRJtipgli, j^T©^#TT*=ff o : 
94°C1?30#, 58°C"e30#\ 72^ T*45#, &40-tf-f * ;i, 0 ^ 1 1J--f ^ ;i/©fuiC, 94 
°C T^CDgEtt*^ y ^ & * ^30-9--f * ^/0«tC#SS:721CT?3^3SiS 0 fe 

(16)„ PCRM#Jlil.555r^n-X>^;i/«^|&{Cj:oT^ff U xfy^A^D 

[0 0 5 3] 

•e<Z>*SJH, K^Lfc 8^J©arifgi5fctt^TIL-ll mRNA£2g^L£#, 8 ffif j&ftc 
Rf-eiL-11 mRNA^tCEaaT^S (03), — 8 

fle©^ 6^#HiPTHrP mRNAfcfg^lU SBC-5i|fflffiTttft%®#fc$8^;Wa&S 

IIIS^ l^;bT*PTHrP# >7^S|£#&L£ 5 ) . 3<E>3£li, PTHrP^ 

[0 0 5 4] 

[315] 





PTHrP 8 


VEGF" 


IL-6 b 


IL-8" 


M-CSF* 


DL-10 b 


RERF-LC-AI 


<10 


1142 


67 


1025 


454 


<20 


PC-14 


15.1 


11429 


106 


236 


911 


<20 


A549 


30.8 


743 


<20 


576 


89 


<20 


SBC-5 


499 


2040 


<20 


<20 


<20 


<20 


SBC-3 


19.6 


1106 


<20 


13061 


297 


<20 


SBC-3/ADM 


14.4 


1591 


<20 


16502 


310 


<20 


H69 


<10 


3344 


<20 


<20 


<20 


<20 


H69/VP 


. <10 


3273 


<20 


<20 


<20 


<20 



a ; 1 Opmol/L b ; Pg 



2 3 
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[0 0 5 5] 

^§fefflJ6 

SBC-5iWli5fe^^SV^^g)Jiil^ttTg)PTHrP&^^;i/S/^A 

tiffin*) fci*l&(Z>v-#-©U/<;i/2fctf#S«^£© 

BBJ**# ^r^Bife L fe % (D T* & -5 . 
[0 0 5 6] 

m^mmO)'WmMm^^ ViJ>(y (WittflL-la, IL-6, TNF- a , IL-10. m 
-CSF, VEGF&tFIL-8) jg£fg £H^£ 0 8 3ft £ CD^-f h # >f > 

® W k: l±*B W# o fc. 

[0 0 5 7] 
H»J8 

* (Z> $3% #M£>*1<5 3® ^ T^mm £ ffi V % T , PTHrPtC # 3 V? * 

y*n-:h;t/m# (JWT#^^PTHrP^h^IH) 0)**K#tC*f"r*«f*S:«f5f 

[0 0 5 8] 
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[0 0 5 9] 

=ET)imy>)<Dftmi l ZUTe>£o ICffofc. SBC-5ttlOX<Z>FBS$:«Sjfit!l/feEMEM£ 

m^xmn&MB&mmiz^-DTmftLf-,, (•wxizsciD^oxzm^t-. ) tm 

-0 l^T^SLNKM^^Lfe^^^(Clxl0 6 {i©M$:MMJ:U#«t- 

& r £ ^ -T)vmm & ftm l £ . 

[0 0 6 0] 

Lt-l, 7, 14, 21, 280 @ (cmPTHrPjftfls (200 «g/E5) V^il^ffi^flgh L 
TPBS?:IiIrti;|!ofe 0 4ffia»(OmPTHrPm#©S-^Hti, U)-U 7, 14, 2 
1, 280 g, (ii)7, 14, 21, 280 g, (i i i) 14, 21, 280 g, (iv)21, 280 gh 
U ^PTHrP^#;$:^^b^VN^^0tC«PBS$:S#bfc o 35 0 g &C 

^r? h 

[0 0 6 1 ] 

«4>LT^fe (04 a) . i©S&*tt«tPTHrPSt#<Z)a#|H|^^V^7f<fcy« 
(H4b-e) c Z\(DZ\£fr*. ffiPTBrPffimZ&ftW&<Dfe , m2b&Wttti3Vl 
[0 0 6 2] 
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[0 0 6 3] 

£(Iguchi£, Cancer Res. (1996) 56: 4040-4043) 0 LfrU r<Z)#i&te^ig'ffi 
*iffljte#ffi^f©^ilJCJ:»;v^^*<5E-t:LTL*^3a:if, Shrift 

&»#&<5fc#>, 

SEQUENCE LISTING 



<110> CHUGAISEIYAKU KABUSIKIGAISYA 

<120> A Method for Screening Substances Capable of Inhibiting Bone Metas 
tasis of Tumor Cells 

<130> P01-0360 
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<160> 4 

<170> Patentln Ver. 2.0 

<210> 1 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PTHrP primer 
<400> 1 

atgcagcgga gagactggtt cag 

<210> 2 
<211> 33 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PTHrP primer 
<400> 2 

tcaatgcctc cgtgaatcga gctccagagc cgt 

<210> 3 
<211> 28 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: IL-11 primer 
<400> 3 

actgctgctg ctgaagactc ggctgtga 28 

<210> 4 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: IL-11 primer 
<400> 4 

atggggaaga gccagggcag aagtctgt 28 

@B^'J##1 : PTHrP^-fv- 
@B^J##2 : PTHrPy^^fv- 

@H?a##3 : iL-ny^-rv- 

@B#J##4 : IL-liy^-Tv- 

mi] 

*Km<D^m®^;i^v*(DXffi2£n*B?. iAii, itcwit (ib) Mm 

[02] 
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3 (2A&£>*B) 0 
[03] 

#lilWC £ £ PTHrP^t^IL-ll©mRNA|gig £ ^"To 
[04] 

&C *f -T £ U PTHr Pfctflc © £ jfc "T o 
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SBC-3 
SBC-3/ADM 
H69 

H69/VP 
PC-14 
AS49 

RERF-LC-AI 
[H4] 
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